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pausal hormone therapy (HT) use and the risk of breast 
cancer among women with a benign lesion, hyperplasia 
with atypia, or carcinoma in situ detected. During follow-up, 
274 women with a benign lesion, 34 women with hyper-
plasia with atypia and 118 women with carcinoma in situ 
were diagnosed with invasive breast cancer. They observed 
an increased risk of breast cancer associated with use of 
menopausal hormone therapy for women with a benign 
or premalignant lesion. Alcohol consumption and tobacco 
smoking showed increased risk of breast cancer among 
women with a benign lesion. The authors did not give de-
tailed information about the association between risk fac-
tors and invasive breast cancer subtypes. We evaluated the 
associations between several hormonal and non-hormonal 
risk factors and molecular subtypes of invasive breast can-
cer [3]. This cross-sectional study consisted of 1884 inva-
sive female invasive breast cancer cases. We found that 
reproductive and hormonal characteristics (breastfeeding, 
parity, age at first full-term birth, hormone replacement 
therapy) were associated with luminal subtype, compared to 
nonluminal breast cancer, consistent with previous studies. 
Obesity and overweight increased the risk of triple negative 
subtype, particularly in premenopausal women. Older age 
and use of hormone replacement therapy were related to 
the risk of HER-2 overexpressing breast cancer. Likewise, 
Pizzato and colleagues [4] compared selected risk factors 
with breast cancer subtypes, using a case-case approach in 
1321 invasive breast cancers. This case-only study showed 
that triple negative, compared to luminal A, was negatively 
associated with higher breast density (BD), while it was 
positively associated with positive family history of breast 
cancer, higher education and late age at menarche. Fur-

thermore, this study suggested that luminal BH+(ER+and/
or PR+, HER2+), compared to luminal A, was positively as-
sociated with higher BD, whereas it was negatively associ-
ated with parity. Two clinical studies suggest a significant 
heterogeneity between breast cancer risk factors and tumor 
subtypes. This issue merits further investigation.
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The place of Omalizumab in the treatment of Carboplatin 
hypersensitivity
Dear Editor, 

	  Carboplatin (CP) is a second generation platinum de-
rivative commonly used in oncology practice. Common side 
effects are nausea, vomiting and myelosuppression associ-
ated with dose. In addition, more specific toxicities, such 
as hypersensitivity reactions, can be observed in CP. CP, 
which is used in malignant diseases such as lung, testis and 
ovarian cancer, has been reported to cause hyperpensitivity 
reaction in 0.5-25% of the patients [1,2]. 
	 CP-induced hypersensitivity reaction is often medi-
ated by IgE. Drug antigens bind to high affinity IgE recep-
tors in mast cells and/or basophils to release inflammatory 
mediators [3-5]. Studies have shown that reactions to CP 
develop more often after the 6th cycle and the risk of reac-
tions increases rapidly after the 7th and 8th cycles [4]. These 
reactions can be observed in seconds, but usually occur 30 
min after the infusion has started [4,5].
	 It is known that premedication and / or desensitization 
methods by reducing the infusion rate in patients with CP-
induced hypersensitivity reactions have not always been 
successful in tolerating the drug. The effectiveness of al-
ternative chemotherapy regimens is also often limited due 

to tumor sensitivity/insensitivity, so drug exchange is not 
readily possible. This may be an important cause of mor-
bidity and mortality for patients. In recent years, anti-IgE 
treatment (Omalizumab), which is one of the desensitiza-
tion methods, has started to be tried. 	
	 Omalizumab is a DNA-derived, recombinant human-
ized immunoglobulin G1ĸ monoclonal antibody that selec-
tively binds to human IgE. It reduces the amount of free 
IgE and IgE FcεRI required for activation of mast cells and 
basophils (3,5). Desensitization with Omalizumab, an anti-
IgE that has been shown to be safe and efficacious, has 
been shown in case reports to improve quality of life and 
possibly survival, since it allows patients to use chemo-
therapy agents (3). However, there is no sufficient literature 
information on how much Omalizumab treatment can treat 
hypersensitivity reactions.
	 In conclusion, hypersensitivity reactions caused by 
CP limit its use because of their potential to cause more 
severe reactions and even death in the next application. CP-
induced hypersensitive reactions may help in the treatment 
of patients who fail Omalizumab’s standard desensitization 
protocols. However, randomized clinical trials are needed 
to evaluate the efficacy, safety and response to treatment.
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Taxane use for breast cancer-related lymphoedema risk
Dear Editor, 

	 The association of taxanes with the development of 
lymphedema in breast cancer patients was reported previ-
ously [1]. Martínez-Jaimez and colleagues in their article [2] 
identifed the risk factors for lymphedema following axillary 
lymph node dissection (ALND) in a European sample and 
proposed a lymphoedema prediction model for this popula-
tion. They reported that the factor contributing most to the 
risk of lymphoedema was the level of lymph node dissec-
tion, and the only patient-related factor in the prediction 
model was body mass index (BMI). The authors suggest-
ed that the main risk factors for lymphoedema following 
breast cancer treatment are the type of surgery, the woman’s 
BMI, adjuvant chemotherapy and postoperative complica-
tions. The authors did not give detailed information about 
chemotherapy schedules. The association of taxanes with 
the development of peripheral edema was evaluated previ-
ously. Taxanes may cause systemic disruption, which could 
have a longer-term effect on lymphatic function leading to 
lymphedema in breast cancer patients. Furthermore, Cariate 
and colleagues [3] in their hypothesis-generating study in-
vestigated risk factors for lymphedema with a specific focus 
on the potential impact of chemotherapy. They found that 
patients who received adjuvant taxanes were nearly three 
times more likely to develop lymphedema than patients 

who had no chemotherapy. In conclusion, adjuvant or neo-
adjuvant taxane use might be considered one of the main 
risk factors for the risk of lymphedema. This issue merits 
further investigation.
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Preference of trastuzumab emtansine as a second or 
third line treatment in patients with human epidermal 
growth factor receptor 2 positive metastatic breast 
cancer refractory to trastuzumab and pertuzumab
Dear Editor, 

	 Trastuzumab-emtansine (T-DM1), a novel drug devel-
oped for the treatment of HER2-positive breast cancer, is a 
human epidermal growth factor receptor (HER2) targeted 

antibody drug conjugate, composed of trastuzumab, a sta-
ble thioether linker, and the potent cytotoxic agent DM1 
(derivative of maytansine). The phase III randomized trial 
EMILIA has shown that T-DM1 provided objective tumor re-
sponses and significantly improved progression-free survival 


